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DETAILED ACTION 

The RCE dated 2-1 1-08 is acknowledged. 
Claims included in the prosecution are 1 and 5-30. 

In view of amendments, the 102 rejections over Deol, and Hersch have been 
withdrawn. 



Claim Rejections - 35 USC § 103 

1 . The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

2. Claims 1 and 5-30 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Hersch ( 5,756,120) or WO 94/12155 in view of Gonda (US 2005/0019926) or vice 
versa. 

Hersch as pointed out above teaches liposomal formulations containing amino 
glycosides for the treatment of the infections caused by Pseudomonas, M. avium and 
M. tuberculosis (col. 1, lines 38-62; col. 4, line 33 through col. 8, line 13, Examples and 
claims). What are lacking in Hersch are the claimed protocol of administration as 
claimed in instant claims and the pulmonary delivery of the composition... However, 
whether the composition has to be administered daily or once a day and the dosage 
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depend upon the severity of the condition, the age of the patient and other parameters, 
they are deemed to be obvious parameters manipulated by an artisan to obtain the best 
possible results. Hersch does not teach that the host infected with this organism has 
also cystic fibrosis. However, since the composition of Hersch is effective against this 
organism, it would have been obvious to one of ordinary skill in the art that the 
composition would be effective against this organism irrespective of whether the patient 
is suffering from other conditions. 

WO teaches liposomal amino glycoside formulations containing phospholipids 
and sterol for the treatment of infections from micobacteria and pseudomonas. The lipid 
to drug ratios are between 9:1 to 3:1 (abstract, pages 1, 6-7 and examples). What are 
lacking in WO are the claimed protocol of administration as claimed in instant claims 
and the pulmonary delivery of the composition. 

Gonda et al while disclosing liposomal formulations containing amino glycosides. 
According to Gonda et al, such formulations can be used for treatment of bacterial 
diseases in cystic fibrosis patients. The amino glycosides include tobramycin and 
amikacin. The composition is administered by pulmonary route (0011, 0027, 0060-0066, 
0070 and 0089). Further according to Gonda, aerosol administration would result in 
targeted deposition of the composition in the desired parts of the respiratory tract (0074- 
0077). Gonda does not teach the lipid to drug ratios. 

It would have been obvious to one of ordinary skill in the art to administer the 
composition of Hersch or WO by aerosol delivery (pulmonary) since Gonda teaches that 
using this route of administration for amino glycosides, one can achieve a targeted 
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deposition of the composition in the desired parts of the respiratory tract. Alternately, the 
use of appropriate lipid drug ratios in Gonda would have been obvious to one of 
ordinary skill in the art since as pointed out above, the amount of the drug depends 
upon several factors and the reference of Hersch shows the use of a wide range of lipid 
drug ratios. 

Applicant's arguments have been fully considered, but are not persuasive. 
Applicant argues that Hersch at col. 5, lines 52-55 describes liposomes containing a 
neutral lipid, a phosphatidylglycerol, cholesterol and amikacin wherein the drug to total 
lipid ratios from 1 :9 to 1 :3 ( lipid to drug ratio of 9:1 to 3:1 ) and that Hersch does not 
disclose a lipid to drug ratio of 1 :2.5 or less as recited in the pending claims. This 
statement is incorrect since instant claims recite lipid to drug ratios of less than 2.5:1 
(drug to lipid ratios of 1 :2.5). The ratios of lipid to drug of 3:1 is closer to instant 2.5 :1 
and applicant has not shown any criticality of the ratio claimed. Furthermore, as pointed 
out above, ratios are manipulatable parameters which depend upon the severity of the 
disease and patient's age and other factors. With regard to applicant's arguments that 
Hersch does not teach administered amount is 50 % or less, the examiner points out 
that the term, amino glycoside is a generic term and the amount of either the free drug 
or encapsulated drug depends upon the potency of the drug against a specific organism 
and applicant himself has not shown what the amounts of the free drugs are. Applicant's 
arguments that Hersch does not teach pulmonary administration of the composition are 
not persuasive since on 
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3. Claims 1 and 5-30 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Gonda et al (US 2005/0019926). 

Gonda et al while disclosing liposomal formulations containing amino glycosides. 
According to Gonda et al, such formulations can be used for treatment of bacterial 
diseases in cystic fibrosis patients. The amino glycosides include tobramycin and 
amikacin. The composition is administered by pulmonary route (001 1 , 0027, 0060-0066, 
0070 and 0089). What is lacking in Gonda et al is the claimed protocol of administration 
as claimed in instant claims. However, whether the composition has to be administered 
daily or once a day and the dosage depend upon the severity of the condition, the age 
of the patient and other parameters, they are deemed to be obvious parameters 
manipulated by an artisan to obtain the best possible results. 

Applicant's arguments have been fully considered, but are not persuasive. 
Applicant argues that Gonda lacks any teaching of suggestion with respect to the 
lipid/drug ratio and to administer the formulation according to the presently claimed 
method. These arguments are not persuasive since as pointed out above, the amount 
of the drug depends upon several factors and the protocol of administration depends 
upon the physician who is monitoring the disease. The examiner cites in this context, 
the reference of Popescu (4,981 ,692); see col. 8, lines 24-34. The term, amino 
glycosides includes several compounds which would vary in potency and applicants 
themselves have not shown that the same amount of drug is effective against several of 
the organisms claimed. 
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4. Claims 1 and 5-30 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Lagace (5,662,929) in combination with Deol or vice versa. 

Lagace teaches that chronic lung infection due to P. aeruginosa is a major cause 
of morbidity and mortality in patients with cystic fibrosis. According to Lagace P 
aeruginosa colonizes more than 90 % cystic fibrosis adolescents. Lagace teaches the 
encapsulation of amino glycosides in liposomes for the treatment of P. aeruginosa 
infections. One of the modes of administration taught by Lagace is aerosol (abstract, 
col. 3, line 7 through col. 6, line 16; col. 7, line 40 through col. 8, line 15; Examples). 
What is lacking in Lagace is the inclusion of cholesterol in the liposomes. What is also 
lacking in Lagace is the claimed protocol of administration as claimed in instant claims. 
However, whether the composition has to be administered daily or once a day and the 
dosage depend upon the severity of the condition, the age of the patient and other 
parameters, they are deemed to be obvious parameters manipulated by an artisan to 
obtain the best possible results. 

The teachings of Deol have been discussed above. Deol further teaches that 
cholesterol-containing liposomes are more stable (page 169, col. 2 through 170, col. 1). 

As pointed out above, the reference of Hersch shows the routine use of 
cholesterol in liposomes for the treatment of infections. 

The use of cholesterol in the liposomes of Lagace would have been obvious to 
one of ordinary skill in the art since Deol teaches that cholesterol containing liposomes 
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are more stable. Alternately the use of amino glycosides in the liposomes of Deol would 
have been obvious to one of ordinary skill in the art since the liposomes taught by Deol 
successfully deliver the antibiotics at the site of the infection and therefore, one would 
encapsulate any antibiotic to treat a disease causing bacteria which is susceptible to 
that antibiotic. 

Applicant's arguments have been fully considered, but are not persuasive. 
Applicant argues that Lagace teaches against the use of cholesterol and therefore, 
there is no motivation to use cholesterol. This argument would have been persuasive if 
the claims recite any specific percentages for sterol. Instant claims recite simply the 
presence of sterol which would even mean negligible amounts of cholesterol. If a minute 
amount of rigidity is in Lagace's liposomes is desired one of ordinary skill in the art 
would be motivated to use such small amount based on the teachings of Deol. 
5. Claims 1-30 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Lagace (5,662,929) in combination with Hersch (5,756,1 20).cited above. 

Lagace teaches that chronic lung infection due to P. aeruginosa is a major cause 
of morbidity and mortality in patients with cystic fibrosis. According to Lagace P 
aeruginosa colonizes more than 90 % cystic fibrosis adolescents. Lagace teaches the 
encapsulation of amino glycosides in liposomes for the treatment of P. aeruginosa 
infections. One of the modes of administration taught by Lagace is aerosol (abstract, 
col. 3, line 7 through col. 6, line 16; col. 7, line 40 through col. 8, line 15; Examples). 
What is lacking in Lagace is the inclusion of cholesterol in the liposomes. What is also 
lacking in Lagace is the claimed protocol of administration as claimed in instant claims. 
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However, whether the composition has to be administered daily or once a day and the 
dosage depend upon the severity of the condition, the age of the patient and other 
parameters, they are deemed to be obvious parameters manipulated by an artisan to 
obtain the best possible results. 

As pointed out above, the reference of Hersch shows the routine use of 
cholesterol in liposomes for the treatment of infections. 

The use of cholesterol in the liposomes of Lagace would have been obvious to 
one of ordinary skill in the art with a reasonable expectation of success, since Hersch 
shows the routine use of cholesterol in liposomes for the treatment of infections. 

Applicant's arugments have been fully considered, but are not persuasive. 
Applicant's arguments are similar to those put forward for the above rejection of claims 
over Lagace in combination with Deol and therefore, same response is deemed 
applicable. 



Double Patenting 

6. Claims 1 and 5-30 are provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 74-76, 78-84, 86- 
87, 94-95, 98-1 02 and 1 05-1 08 of copending Application No. 1 0/383,1 73 by itself or in 
combination with Lagace cited above. Although the conflicting claims are not identical, 
they are not patentably distinct from each other because claims in both are drawn to a 
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method of treatment of diseases caused by the same organisms using the same 
liposomal compositions containing the same active agents. Instant claims recite the 
limitation that the patients having these organisms in addition suffer from cystic fibrosis. 
Since the active agents used are for the treatment of the infective disease itself and not 
the additional disease conditions the patient is suffering from, it would have been 
obvious to one of ordinary skill in the art to use the compositions irrespective of other 
disease conditions the patient is suffering from. One of ordinary skill in the art would be 
motivated to treat the same infective disease in cystic fibrosis patients since the 
reference of Lagace teaches that 90 % of cystic fibrosis patients are infected with P 
aeruginosa and that liposomal compositions containing the antibiotics could be used for 
the treatment. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

This rejection is maintained in view of applicant's request for holding the rejection 
in abeyance. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Gollamudi S. Kishore, Ph.D whose telephone number is 
(571) 272-0598. The examiner can normally be reached on 6:30 AM- 4 PM, alternate 
Friday off. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Krass Frederick can be reached on (571) 272-8373. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Gollamudi S Kishore, Ph.D/ 
Primary Examiner, Art Unit 1612 

GSK 



